Routine laboratory findings were within normal limits and ultrasound of the kidneys
delivery. Birth weight (3350 g) and birth length (51 cm) were normal, but head circumference at birth is not known. Dysplastic features, recognised immediately after birth, included ocular hypertelorism, upward slanting palpebral fissures, slight creases below the eyes, a broad, bulbous nose, large ears, microretrognathia, a slight dimple in the chin, broad thumbs, hyperconvex nails, and clinodactyly V. He had a bilateral cleft lip and palate that had to be repeatedly operated on, as well as hypospadias and bilateral inguinal testes. His further development was characterised by severe motor and mental retardation. He was able to sit only at the age of 2 years and to walk after his fifth year. There was no speech development. At the age of 19, height (157 cm), weight (41 kg), and head circumference (53 cm) were within normal limits (both parents smaller than 160 cm), but he had developed scoliosis and peripheral contractures especially of the interphalangeal joints II and IV and of the feet (supination position). At the age of 22, he was incontinent, unable to speak, and did not establish social contact.
Routine laboratory findings were within normal limits and ultrasound of the kidneys The sixth syndrome found, acrofrontofacionasal dysostosis, has to be taken into consideration. The facial appearance of our two boys shows striking features in common with the brother and sister described by RichieriCosta et al. 7 As "marked anomalies of foot structures" we found talipes in both boys, and as hand anomalies camptodactyly and terminal hypoplasia of the fingers, but there is no brachypolysyndactyly or fibular hypoplasia. The boys' short stature seems to be related to the short stature of both parents. Both brothers are mentally retarded like the sibs reported by Richieri-Costa et al. 7 However, further symptoms like upward slanting palpebral fissures, a broad but not notched nasal tip, marked retrognathia, hypospadias, progressive limb contractures, and large hands are evidence in favour of a distinct syndrome.
In the broader differential diagnosis three syndromes have to be taken into consideration. The BBBG (Opitz) syndrome (MIM 145410)12 is characterised by malformations of the midline structures with telecanthus, broad nasal root, functional defect or optional clefting of the larynx or the oesophagus or both that may lead to repeated aspiration, hypospadias and other genital malformations, and also malformations of the heart, the urogenital tract, anal stenosis or imperforate anus, and facial clefting. Mental retardation is only found in half of the cases and therefore is not an obligatory finding. Because of proven father-son inheritance,8 it has been assumed that the BBBG syndrome is an autosomal dominant disorder that is mainly diagnosed in males because of the hypospadias as a major symptom.
The patients described here exhibit ocular hypertelorism and hypospadias as symptoms of a midline defect but none of the other symptoms typical of the BBBG syndrome. The shape of the nose in both boys is strikingly different from that in the BBBG syndrome which is characterised by anteverted nostrils. Moreover, neither of the affected brothers suffers from respiratory distress, and progressive joint contractures are not considered to be features of the BBBG syndrome. The family history is also not in favour of this diagnosis with none of the parents or relatives showing any of the features of the BBBG syndrome.
Malpuech et al' reported on four children of a consanguineous couple who had mental and pre-and postnatal growth retardation, hypertelorism, facial clefting, urogenital malformations, and normal chromosomes. However, the facies of these four children is quite different from that in the two brothers reported here with their characteristic broad nose, sloping forehead, and microretrognathia. Moreover, considering their parents' stature, the height of the two brothers has to be regarded as normal.
Lindstrom'0 described sibs of unrelated parents who had growth retardation (adult height of the male 140 cm and of the female 120 cm), severe mental retardation, camptoand clinodactyly, and facial stigmata (large, broad nose, thick lips with lateral clefting, broad nose, large dysplastic ears) which show some similarity to those in the brothers. However, microcephaly, dwarfism, and no hypospadias clearly distinguish Lindstrom's patients from ours.
Therefore we assume that the two brothers described here probably suffer from a hitherto undescribed genetic syndrome. The findings of unaffected parents and relatives together with consanguinity of the parents are in favour of autosomal recessive inheritance, but X linkage cannot be totally excluded.
